[Spontaneous reversion of tumor cells as a source of dormant metastases].
In the present paper we have shown that JB6 and PDV murine skin carcinoma cells, as well as previously described sarcoma B6-4 cells, can revert to a nontumor phenotype. Revertant carcinoma clones could not grow in soft agar conditions and like sarcoma revertants acquired dependence on peptide growth factors, and exhibited a reduced expression of c-jun. Spontaneous revertants were shown to be instable. They could revert back to a transformed phenotype in 1-5 months of in vitro passaging. Being inoculated in syngeneic animals, these transformed cells show a recurrence in 2-5 months, similar to that of a dormant metastasis. Thus, dormant revertant cells are believed to be included in many tumors of different origin. So, spontaneous reversions of tumor cells may play an important role in the dormant metastatic process. The cause of these frequent spontaneous transient reversions and revertant instability appears to be of epigenetic nature. Causes and mechanisms of cell transformations and reversions remain to be clarified.